Insulin-like growth factor I (IGF-I
The insulin-like growth factors (IGF-I and IGF-II) are trophic factors with both growth-promoting and insulin-like metabolic activities (Stewart & Rotwein, 1996) . The growth-promoting actions of both IGF-I and IGF-II are mediated via the IGF-I receptor (IGF-IR), a tyrosine kinase receptor. In the nervous system, IGF expression and IGF receptor expression are high during early fetal development, suggesting a role for these factors in nervous system development (Beck et al., 1988; Sara & Hall, 1990; Clemmons, 1989; Daughaday & Rotwein, 1989; Donovan et al., 1989) . During rat embryogenesis, IGF-I mRNA is detected in regions of active nerve sprouting, spinal ganglia, and facial target regions of the trigeminal nerve (Frampton et al., 1990) . IGF-I expression declines in the adult rodent; however, immunoreactive IGF-I is present in the CNS and in neurons and Schwann cells of the autonomic and peripheral nervous systems (Hansson et al., 1986; Haselbacher et al., 1985; Rotwein et al., 1988) . In humans, IGF-I mRNA and protein are present in fetal and adult brain, and IGF-I protein is present in cerebrospinal fluid (Haselbacher et al., 1985; Han et al., 1988; Backstrom et al., 1984) . In vitro, IGFs enhance growth in a variety of neuronal cell types, including sympathetic and dorsal root ganglia and primary and cloned neuronal cell lines (Martin et al., 1991; Meghani et al., 1993; Haselbacher et al., 1985; Sumantran & Feldman, 1993) . In concert, IGF-I is required for Schwann cell mitogenesis and differentiation (Cheng et al., 1996; Cheng & Feldman, 1997) and developing oligodendrocyte progenitor cells require IGF-I to progress to mature, myelin-forming oligodendrocytes (McMorris & Dubois-Dalcq, 1988; Mozell & McMorris, 1988) . In disease or injured states of the nervous system, IGF infusion enhances nerve regeneration (Sjoberg & Kanje, 1989; Kessler et al., 1992; Barinaga, 1994) and, in vitro, stimulates regeneration of adult sensory neurons (Pell et al., 1993) .
Like IGF-I, there is developmental expression of IGF-IR mRNA and protein in fetal brain, spinal cord, and spinal ganglia (Bondy et al., 1990 (Bondy et al., , 1992 MacDonald, 1991; Gammeltoft et al., 1985; Sklar et al., 1989, 
